Objective-To investigate the rate of recruitment to early breast cancer trials and elucidate the reasons for ineligibility and refusal to participate among patients otherwise suitable for these trials.
Introduction
Much of our knowledge about breast cancer and its management is based on information from clinical trials, but only a very small proportion of all new patients diagnosed each year are treated within trials. Recently it was suggested that in the United States only 2% of eligible patients with breast cancer are entered into clinical trials. ' In Scotland over 2500 new patients with breast cancer are diagnosed each year. Several years ago an assessment based on entry criteria for Medical Research Council Scottish adjuvant trials showed that the rate of entry to the trials was 22-2% of those eligible (H J Stewart, personal communication). The trials therefore took over four times longer to complete than if all eligible patients had been entered.
Recently there has been a more general move towards conservation surgery for early breast cancer. Several prospective trials of different forms of local and systemic management have been reported and others are under way. If these trials have similar problems of low accrual patient selection must be occurring, rendering the results less meaningful when extrapolated to the whole population.
In an attempt to define the proportion of patients suitable for conservation management and to note those entered into the Scottish breast conservation trial a prospective study was set up to analyse one year's cohort of new patients referred to one breast unit. Particular note was made of the reasons why some patients initially deemed suitable for conservation management were finally treated by mastectomy while others were treated by conservation surgery outside the trials-that is, electively. but 324 patients (10-6%) were proved to have invasive breast cancer. A subgroup of 147 patients (45 4%) who were potentially suitable for conservation management were studied further. The figure shows that 84 of these patients ultimately received conservation treatment and 63 mastectomy and that only 40 of the 147 patients (27 2%) were entered into the conservation trial or trial A.
MASTECTOMY GROUP
Of the original 147 patients initially deemed suitable for conservation management, 63 were finally treated by mastectomy and therefore were no longer eligible for the conservation trial. Premenopausal patients with positive nodes, however, were still eligible for trial A. indicate that attitudes among the medical profession and patients are changing. There has been much discussion about clinical trials and informed consent,46 and, though we believe that informed consent is mandatory, we accept that a proportion of patients do not enter trials because they may dislike the idea of a random decision being made about treatment or because they refuse or request one part of the random option offered. A further group of patients are excluded because they do not fulfil the entry criteria for the trial, and this group may be larger than forecast at the time the trial was planned. These factors may be the reason why accrual to the Scottish breast conservation trial has been slower than anticipated. The planned total intake was 900 patients, and after four years 420 patients had been entered.
In conclusion more than half of the patients thought initially to be suitable for conservation were excluded from our trials and one third of the remainder refused to take part. Those planning prospective clinical trials should therefore take into account the loss of patients through ineligibility and refusal when predicting the accrual rate and overall duration of any proposed trial and the possible effects of this selection on conclusions drawn from the results.
Interaction between bedding and sleeping position in the sudden infant death syndrome: a population based case-control study Design-A study of all infants dying suddenly and unexpectedly and of two controls matched for age and date with each index case. The parents of control infants were interviewed within 72 hours of the index infant's death. Information was collected on bedding, sleeping position, heating, and recent signs of illness for index and control infants.
Setting-A defined geographical area comprising most of the county of Avon and part of Somerset.
Subjects-72 Infants who had died suddenly and unexpectedly (of whom 67 had died from the sudden infant death syndrome) and 144 control infants.
Results-Compared with the control infants the infants who had died from the sudden infant death syndrome were more likely to have been sleeping prone (relative risk 8-8; 95% confidence interval 7.0 to 11-0; p<0-001), to have been more heavily wrapped (relative risk 1-14 per tog above 8 tog; 1-03 to 1-28; p<005), and to have had the heating on all night (relative risk 2-7; 1-4 to 5.2; p<0-01). These differences were less pronounced in the younger infants (less than 70 days) than the older ones. The risk of sudden unexpected death among infants older than 70 days, nursed prone, and with clothing and bedding of total thermal resistance greater than 10 tog was increased by factors of 15-1 (2.6 to 89.6) and 25-2 (3.7 to 169-0) respectively compared with the risk in infants of the same age nursed supine or on their side and under less than 6 tog of bedding.
Conclusions -Overheating and the prone position are independently associated with an increased risk of sudden unexpected infant death, particularly in infants aged more than 70 days. Educating parents about appropriate thermal care and sleeping position of infants may help to reduce the incidence of the sudden infant death syndrome.
Introduction
The possible role of thermal stress in the aetiology of the sudden infant death syndrome has been suggested by many authors,' 4 To investigate the possible interactions between quantity of bedding and sleeping position in normal infants and in infants dying suddenly and unexpectedly we conducted a case-control study of all such infant deaths in a defined part of the counties of Avon and Somerset over 18 months. This study formed part of a prospective investigation of all infant deaths in the county of Avon, which will be reported in full elsewhere.
Methods
We were notified of all sudden and unexpected deaths of infants (from birth to 1 year) in a defined area comprising most of the county of Avon and part of Somerset. On the day of an infant's death his or her
